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Reasons for posting: On De-
cember 17, 2004, Pfizer and the
US National Cancer Institute
announced that they have
stopped administering Celebrex
(celecoxib), a cyclooxygenase-2
(COX-2) inhibitor, in an ongo-
ing clinical trial investigating its
use to prevent colon polyps be-
cause of an increased risk of car-
diovascular events. Merck’s ro-
fecoxib (Vioxx), another COX-2
inhibitor, was withdrawn from
the market worldwide in Sep-
tember 2004 because of an in-
creased risk of myocardial in-
farction and stroke. In Canada,
celecoxib has been approved in
the treatment of rheumatoid
arthritis, osteoarthritis and fa-
milial adenomatous polyposis.'
"The risk of myocardial infarction
and cerebrovascular accident has
been found to be increased in pa-
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tdents taking 400-800 mg/day of
celecoxib, but not in patients tak-
ing lower doses. The future use
and availability of the drug is un-
certain.? At the time of writing,
detailed study results have not
been released.

Given that 2 of the COX-2
inhibitors have shown adverse
cardiovascular events, will oth-
ers eventually reveal the same
problems? Some physicians have
recommended against prescrib-
ing another COX-2 inhibitor,
valdecoxib (Bextra), until “there
are better safety data.” It is
known that valdecoxib can cause
serious skin side effects, and it
increases the risk of heart attack
3-fold in patients after coro-
nary-artery bypass grafting.’

COX-2 inhibitors, which
were originally studied on a
theoretical basis for possible
beneficial effects in cancer pre-
vention, prompted other re-
search directed at their anti-
inflammatory effects in joints
without causing the gastroin-
testinal bleeding associated with
nonselective NSAIDs.* The in-
dication for COX-2 inhibitors
is very narrow: short-term pain
control in elderly patients at
high risk of gastrointestinal
bleeding in whom NSAIDs
might be relatively contraindi-
cated. However, they soon be-
came widely and indiscrimi-
nately used in place of NSAIDs
even though preliminary trial
evidence with rofecoxib showed
excess, although not statistically
significant, cardiovascular and
neurovascular events when
compared with nonselective
NSAIDs.

The drug: Celecoxib belongs to
the class of NSAIDs that selec-
tively inhibit COX-2, an en-
zyme that is produced primarily
in response to tissue damage
and that is involved in inflam-
matory responses to injury.’
COX-2 was discovered acciden-
tally during genetic cancer re-

Coxib medications to be handled with care

search. The logic of using
COX-2 inhibitors as a replace-
ment for NSAIDs was that
blocking the enzyme would re-
duce the risk of gastrointestinal
ulcers and bleeding.

What to do: Evidence speaks
against wide and long-term use of
COX-2 inhibitors if serious side
effects are to be avoided.® Some
patients, particularly those at high
risk for gastrointestinal bleeding,
may present with risk-benefit ra-
tios that will warrant prescription
of COX-2 inhibitors. If the drugs
are prescribed, patients should be
informed that the risk ratio for
cardiovascular events is between
2.5 and 3.5 in patients taking very
high doses (400-800 mg/day). It
is recommended that the lowest
effective dose be used if no alter-
native therapy can be found.’
The absolute and relative risks
for myocardial infarction at lower
doses are not known.

Aleksandra Misak
Editorial Fellow, CMAY
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